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Remarks 

aaims 1 and 15-28 remain pending and under consideration. AppUcant has amended claims 1, 
26 and 27. No new matter is added hy virtue of llie amendments contained herein. Support for the 
amendments lies in the original claim 1 and specification as ffled. AppHoants responds fiiUy to each of 
Bxamber's rejections as follows. 



Double PatMitinp 

The Examiner advised Clahn 28 will be objected to under 37 CER 1.75 as being a substantial 
dupUcate of Claun 22 should Clahn 22 be fbund allowable. 

The Exammer advised Qahn 26 and Qaim 27 will be ob>cted1o aider 37 CFR 1.75 as beuxg a 
substantial duplicate of Claim 1 should Claim 1 be found allowable. 

The Scaminer advised Clahn 21 wiU be olgected to under 37 CFR 1.75 as bong a substantial 
dtqjlicate of Claun 20 should Claim 20 be found allowable. 

Applicants appreciate the Exammer's advisement, and respectfully submit any or aU of the above 
objections will be addressed and/or explained as to the htqiroper objection acconUngly upon mdicadon of 
allowability of the Claiins. 



Specification 

The Emnmer objected to the disclosure because of recitation of U.S. Provisional Application 
«0/009^93 on page 1, Ime 4. 

The Exammer objected to the amendment fUed 10-17-03 as mtroduomg new matter for the 
recitation of the phrase "all of which are herem incon>orated by reference in theh entirety". 

AppUcants have amended the Related Applications paragraph which was objected to correct the 
fawdvertent typographical error reference hi the provisional appUcation serial nomber, and to facoiporate 
by reftiencB only the pendmg parent appUcation. Shice the mcoiporation by reference statement was 
filed atthe tune of filing the application, no new matter is added by virtue of this statement It is believed 
the present amendments render the objections moot. Withdrawal of the objections is respectfully 
requested. 



Lidefiniteness 
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The Examiner has lejeofed claims 1 and 15-28 under 35 USC § 1 12 as being incomplete for 
omitting essential steps, amounting to a g»p between the steps. ITie Examiner maintains the omitted steps 
are: whwe die pharmaceutical composition is administered to; how die phannaceutical composition is 
administered, and whether the neuroectodennal tumor has been treated or whether the symptom of the 
nenroectodermal tumor is ameHorated by treatment. Applicants respectfiiUy traverse die rejection. 

Applicants submit die pieseot lequiremeiit of die £xammer is misplaced and unduly burdensome 
and limiting in di© present instance. TTie puipose of die lequirsoent under 35 USC § 1 12 second 
paragraph, is to ensure diat die scope of the claim is clear so as to infonn die pubMc of die metes and 
bounds of what is claimed, and to provide a clear measure as to what appUcanis regard as die faivention. 
See MPEP2173. Furthennore, ^Ucants submit dm breaddi of a claim should not be equated widi 
indefinitmess unless die scope of flie elaha is unclear or if applicants have indicated die invention to be of 
a scope differem dian from diat defined by die claim. If dw clahn is dear, a r^ecdon under 35 USC 1 12, 
second paragraph is undue. See MPEP2 173.04. 

However, solely in an efifort to address any concern of the Examiner, and widiout prejudice 
disclaimer or waiver, AppUcants have amended Claim 1, Claim 26 and Qaim 27 to wcite administradon 
of die composition is "to an individual having a neuroectodermal tumor, vrfiejehi administoingdie 
composition results in treatment of die tumor," Reconsideration and wididiawal of the rejection under 35 
USC §112, second paragi^ is respectfully requested 



Enablement 

The Examiner has rejected claims 1 and 15-28 under 35 USC § 1 12 as foiling to comply widi die 
eoablraient requirement. The Examiner maintains die specification feik to provide adequate guidance 
and evidence for how to treat a neuroectodermal tumor, soch as ependymomas, medulloblastoma, 
pheoohomocytoma, ^ioblastoma, neuroblastoma, or any metastatic tumors of neuroectodermal origin in 
die bram, by using a pharmaceutical composition comprising a chlorotoxin fUsed to a cytotoxic moiety 
such as gleonin, riohi, saponin, pseodomonas exotoxin, pokeweed antiviral protein, diphdieria toxm, or 
any complement protein via various administration routes in vivo. Applicants lespeotfully traverse die 
ntjection. 

The ^caminer asserts die claims read on protein diert^ in vivo and questions die u^prediot^le 
nature of protein dierapentics. In his remarks, die Examiner relies on arguments and supporting articles 
which discuss challBnges associated widi gene dierapy. Applicants respectfully disagree widi die 
Examiner, and point out protein and peptide biotherj^ieutics have been ^iproved and used as successful 
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therapies for many years. For example, recombinant insulin was approved for use in 1?«2, eiythropoietin 
was approved fior use in 1989, and the first monoclonal antibody (Muionomab (anti-CD3)) was approved 
for use in 1986. Furthennore, non-^ecombinant purified protein such as insulin have been utilized as 
early as 1922 in therapeutic appUcatioas, Additionany. numerous additional protein flierapeutjcs have 
been approved for therapies, further supportive of the premise that the concenis of gene therapy and 
protein therapy are not in feet directly parallel; and the idea that gene therapy is unpiedict&ble is not 
property translated as supportive that protem 1haa,peutics are similarly unpredictable. 

Applicants submit tile Exammer»s fijcus on gene fliaapy and questions arising out of any 
unpredictability of gene therapy as efieotive therapeutic use does not apply m the present circumstance. 
lbs Examiner's cited artioles discuss the difficulties of effective introduction of vectors mto cells for 
protein production, difScuWes of protein production in oeUs, and difficulties of effective protehi secretion 
from ceUs for deUveiy throughout the individual Applicants' claims are directed to methods of treating 
an mdividual having a neuroectodennal tumor by administering a protein bioiherapeutic (e.g., chloiotoxin 
fused to a cytotoxic moiety) and compositions containing protein biolicnpeutics. Whereas the 
difficulttes of gene thcr^ are certainly understood, the same concerns do not transfbr directly to protein 
therapeutics, as evidenced by the years of successful ^proved therj5)ies (discussed above): In the event 
the Examiner maintain any rejection supported by this assertion, clarification is respectfhUy requested. 

Additionally, the Examiner asserts the specification feils to provide adequate guidance and 
evidence for various administration routes due to the presence of the blood brain banier , and stability of 
a protein. Applicants submit determination of effective doses, ptotem half life, and deliveiy is routine 
iwocedures which would not require undue expaimentation by one skilled in the art. Furthermore, 
Applicants submit herewith in the Appendix an abstract pubUcation of Veiseh, et al., demonstrating lhat 
the presence of the blood brain barrier does not pose a particular chaDcnge for chlorotoxin fusions, hi 
feet, IV admmistration of dilorotoxin fiisions are effectively and specifically delivered to Iwain tumor 
sites in the absence of surgical disruption of the blood brain barrier. See Veiscb, ct aL, "Tumor Paint: A 
chlorotoxin based biomaiker fbr intiapoperative imaging of cancer foci." Nanotech 2006 Corference. 
May 7-1 1, 2006. Abstract TTius, the assertion of the Examiner that chlorotoxin and chlorotoxin fusions 
would not pass tfie blood bzam battier is not properly based. 

Fmally, the Examiner refers to die predictability of changes in amino acid sequences, citing Kaye 
et al.. which discusses changes in proteins with known activities y*ich result in changes m functional 
activity as well as Davis and Skohiick. which discuss diverse femilies of molecules having varied 
functional activities as supportive of the premise Oat various combmatiotts of «tytotcHtins and chlorotoxin 
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may vaiy dose, stability and effect af cytotoxic moiety in vivo so as to be non-enabling. AppUcants 
respectfully disagree. 

Again Applicants submit the Examiner's focus is misplaced. Applicants point out Kaye, Davis 
and Skolnick are directed to concerns relating to prediction of function of proteins with various sequences 
which are related at various degrees, and a lack of hnmediate coirelation between sequence and function 
in the absence of additional chamcteiization or understanding about a protein. AppUcants clarify the 
present claims are directed to methods of using a composition comprising a fusion of chlorotoxin (having 
known sequences and known ibnction) with a moiety known to be a cytotoxin (having known sequences 
and known function). Applicants submit the combination of cWorotoxio fused to a cytotoxic moiety is 
within the realm of nofliing more than routine experhnentatktn of one skUIed in the ait; In view of 
Applicants' teaching, one skilled in the art would be weU equipped to make and use the mediods as 
claimed using onljr routine testing and experunentation. 

A specification disefesure which contains a teaching of making and iismg an invention in lenns 
which correspond m scope to those used in describing and defining the subject matter sought to be 
patented is presumably in compliance with the enablement requirement, unless there is a reason to doubt 
the objective truth of the statements contained therein which must be re&d on for enabling support In 
order to make an efifective enablement rejection, the Examiner has the initjat burden to establish a 
reasonable basis to question the enablement provided for the claimed faivenlton. supported by reasons 
why the truth or accuracy of enablement is questioned, and by evidence which is mconsislent with 
Applicants' contested stalemcnt(s). See MPEP 2164.04. Applicants submit the statements and support 
relied on by the Examiner m the present rejections are misplaced and not supportive of an ofBtctive ptinui 
facie case of lack of enablement. For this and all of the reasons discussed above, the rejection under 35 
use §112 first paragraph should not be maintained. Seconsideration and withdrawal of the rejectwn is 
thus respectfully requested. 

In summary. Applicant respectfully submits that the present case is in condition for aflowance. 
Should the Examiner maintain thai some of the issues addressed herein remain unresolved, the 
undersigned would appreciate the opportunity to discuss such issues at the Examiner's convenience and 
hereby requests an Examiner mterview by telephone fbr this purpose. 
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A petition for a three (3) monlil extension of time and American Express credit card form to 
cover the fee for an extension of time are enclosed. It is believed no additional fees are due in 
association wflh filing of these papers, hoTwsver. in tht event any additional fees are due, please charge 
any additional fees associated with this filing, or apply any credits, to our Deposit Account No. 03-1721. 

^jBspectMfy submitted, 

Keiri PoUard Schray 
Rfig. No.: 47,066 

Date: September 14, 2006 
Choate, Hall & Stewart, LLP 
Two Ihtemational Place 
Boston, MA 02110 
Phone: (617) 248-SOQO 
Fax: (617) 248-4000 
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